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 “The studies in recent years ... indicate to us that the formation
... of alkylating or arylating structures in chemical

nogenesis is emerging as a central, but not necessarily

I, theme””.
Miller and JA Miller, 1966, Pharmacol Rev 18:806

... can convert stable organic compounds to potent
agents ... that ... cause damage to liver, kidney,
w; and other tissues.... Similarly, allergic responses
> mediated by the reaction of body proteins with trace
of chemically active ... metabolites”.
e et al., 1971, PNAS 68:160
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Anal. Chem. 2007, 79, 2918—2926

Tools in Metabonomics: An Integrated Validation
Approach for LC-MS Metabolic Profiling of
Mercapturic Acids in Human Urine

Silvia Wagner,! Karoline Scholz,! Maximilian Sieber,! Marco Kellert,! and Wolfgang Voelkeltt:*

252 SRM-specific transitions for GSH adductsEREs g F='s ¢ §lexioF=11=
(mercapturic acids) in a urine sample

intensity {cps)
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Development of the Adductome Approach to Detect DNA

Damage in Humans
374 SRM-specific transitions for DNA adducts in human

ROBERT A KAN 1o } Iung tissue
IMROKAZLY 600 | LA . e ok 8
T “n FIG. 2. Adductome mup of putative
550 F i " DNA adducts detected in homan lung
N o tissue from a nonsmoker (lght vircles)
500 b and wosmoker (dark circlesy, The neu-
et tral loss of 2'-deoxyribose from. posi-
350 ’ B tively ionized 2'-deoxynucleoside puta-
tive.  adducts:  was analyzed by
a0 b €] LC/ESI-MSMS in MRM mode trans-
mitting the [M + H}* = [M +H ~ 1167
350 o transition over a total of 374 transitions
in the-mass range from m/z 22880 m/’
oo b ' 602.8. Boxes A thmt};gh o «ix.f ine zones
: of activity that are discussed in the text
: _— The arrow indicates the presence of a
250 large putative adduct detected in the
DNA- of the smoker that was 4.8 times
200 targer-than incthe DNA of the nonsmoker.
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